cytotoxicity of FU, compared with FUR and FUdR above, for an analysis of the mechanism of FU cytotoxicity.
Stock cultures of the murine lymphoma L5178Y cells were maintained in exponential growth by subculture 3 x weekly as suspension cultures in Fischer's medium, supplemented with 10% horse serum and antibiotics in humidified air containing 5% C02, as described previously (Kanzawa et al., 1979) . The effect of brief exposure to drugs on the subsequent growth of cells cultured in a drug-free medium was determined as follows. Fiftyml cultures, initially containing 2-5 x 104 cells/ml, were exposed to drug at several concentrations for the desired intervals. The exposed cells were collected by centrifugation (500 g, 3 min), washed once and resuspended in a warm, drug-free medium and incubated at 37°C; sampling at regular intervals to determine the cell density with an electronic particle counter. At sampling, the culture was diluted with fresh, warmed medium whenever the cell density reached 1-5 x 105 cells/ml, and the cumulative cell numbers were calculated by multiplying the cell densities by the dilution factors at each culture subdivision. The proliferation ratio was calculated on the basis of the cumulative cell number of treated versus control culture on the 4th day.
The Table shows same degree of inhibition from the 24h exposure. On the other hand, the increase in cytotoxicity of FUR with exposure time was found only when the exposure time was much shorter (< 6 h). Drewinko et al. (1980) . Furthermore, observations on the development of resistance and cross-resistance suggest that the cytotoxicities of FU and FUR are similar and distinct from FUdR (Kanzawa et al., 1980c) . The above facts suggest that interference with the RNA function may be more important in the cytotoxicity of FU than the inhibition of DNA synthesis via the inactivation of thymidylate synthetase by FUdR, because the difference in cytotoxicity of FUR and FUdR was thought to be associated with different mechanisms, namely the RNA and DNA effects.
